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TOXICOLOGY BRANCH
DATA REVIEW

Study Type: Acute Oral Toxicity in rats

Accession Number: 250071 {(c ‘1)

MRID Numbher:

Spensor: DuPont
Contracting Lab: Haskell Lab. report No, 136-383

Date: 4-11-83

Test Material: 2-[{4-{6-chlorogquinoxalirn-2-yloxy)-phenoxy)-,ethyl
ester. EC formulation (10,5%) DPX-Y6202-7,

Protocol:

Five males and 5 females were each given one oral dose, 5000
mg/kg.

Results:

"Clirnical signs included: tremors, fasciculations, saliva-
tion, ataxia, stained .ace, stained and/or wet perineal area, ’
diarrhea, alopecia, prostration, moribundity and weigh* loss.

-

Death cccurred in 1 male rat within 1 day after dosi.g.”

"Gross pathology revealed large livers in 4/4 of surviving
male ang 4/5 female rats; and lungs which were moist; failed to
collapse, and contained dull red mottling in a single male rat."

Concluciorn:

LD50 males: > 5000 wmg/hg - Category IV
LD50 females: > 50Q0mg/kg

Core Classification:

Guidelirne,



TOXICOLOGY BRANCH DATA REVIEW O 0 4 5 8 .

Study Type: Acute dermal toricity in rabbits

Accession Number: 25G071 (C 2)

MRID Number:

Sponsor: Du Pont
Contracting Lab: Hazleton Lab. Project No. 201-59%90

Date: 3~2§-83

Test Material: 2-[4-(6-chloroquinoxalin-2-yloxy)}-phenoxy]-,
ethyl ter. EC formulation (10.5%) DPX-Y6202-7.

Protocol:
Groups and dosages were as follows,

No. of Animals . Application Level

Males Females _ mg/kg
5 5 2000
5 . 5 5000

The test materizl was applied to clipped and abraded skin,
covered with a non-absorbent binder and allowed to remain in
contact for 24 hours. The excess was then wiped off.

Results:

The only death was that of one male of the 5000 mg/kg dosage level,
C11p1ca1 signs consisted of depressiod and anorexia in some

but not all animals. A cyanotic appearance was seen in 2

males of the 5000 mg/kg groups. One.3f the two died,

No visceral pathology was noted in either group.

Considerable skin damage was reported. “In addition to edema

and erythema, skin thickening, necrosis, sloughing, raw areas,

eschar, and {(in the 5000 mg/kg group) black dlscoloratlon
were Sseen.

Conclusion:
Acute dermal toxicity category: III

Categorlzatlon for skin damage has been evaluated from a
dermal irritation test.

Core Classification: Minimum for Category 1II .
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oV TOXTICOLOGY BRANCH DATA REVIGW

Study Type: Acute inhalation toxicity in rats

Accession Number: 250071 (¢ 3)

MRID Number:

Sponsor: Du Font

Contracting'tab: Haskell Lab, Report No,. 156-43

Date: 4-25-83

Test Material: 2—[4—{6-chlorbquinoxalin—E-ylbxy)—phenoxy]~,

ethyl ester, EC formulation (10.5%) DPX-¥6202-7.

Groups of rats were exposed to atmospheres containing DPX-Y6202-7

or the solvent for single,

4-hour periods. Only noses were

exposed. Also a control group was exposed to air only. Gross
pathology was performed on rats dying during exposure {up to
3 per sex per group) and on 3 rats per sex per group which

survived 14 days post exposure.

Group sizes and dosages are shown in table below with results.

Results:

DPX-Y6202-7

Concentration (mg/L)

Mean S.D.- Range
5.3% 0.38 4,9 - 5.8
11* . 0.93 9.4 - 12 ’
23* 1.8 20 ~ 25
36%* 2.3 32 -~ 38
Solvent for INV-6202-T7:
Concentration (mg/L)
Mean 5.0. Range
11+ 0.99 9,1 - 12
21t 1.0 15 =~ 33

+ Gas chromatographic analytical method
* Gravimetric analytical method

Gravimetric and chromatographic analytical methods agreed
within 20%. The method on which reported concentration is

.based is annotated below:

-

L4

Fractional Mortaiity

(#Deaths/#Expesed)
Males Females .
0/10 0/10
1/10 1/10
0/10 1710
/10 8/10

10/10 10/10

Fractional Mortality

(#Deaths/§Exposed)
Males Females
0/10 0/10
0/10 G/10

-

4
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All deaths occurred during exposure except of one rat at 36 mg/l. .

"Clinical signs for rats exposed to DPX-Y6202-7 include
milky nasal discharge, clear oral discharge, labored br2ath~
irg, gasping, no response to sound, staggering, lethargic or
no movement, and impaired righting reflex during exposures,
During the recovery period, rats exhibited dose~dependent
slight to severe weight loss lasting 1-2 days post-exposure,

Clinical signs for rats exposed to the solvent for DPX-
Y6202-7 alone include clear nasal and oral discharge, no
respor.se to sound, slow shallow breathing, decreased muscle
tone and no movement during exposures. During the recovery
pe.iod, rats exhibited dosemdependent slight to severe weight
loss lasting 1 day post exXposure.

Pathologlcal examlnatlon revea‘ed a slight to mild
increase in the number cof mitotic figures in the liver in all
exposed rats (DPX-Y6202-7 and the solvent alecne). No dose-
response in the incidence of the lesion was observed."”

"Rats exposed to 23 and 36 mg/L which #ed during expo-
sures exhibited distension of hepatic sinuscids, pulmonary
congestion and pulmonary interstitial edema. These changes
are associated with circulatery collapse," and may not be a
direct result of compound toxicity.

Conclusions:

LC50 for males: 20 (17-25) mg/1 Category IIX
LC50 for females: 18 (15-23) mg/l

Seme toxic effects are apparently caused by solvent, *

i i e
Core Classification s : : e .

Guideline
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TOXICOLOGY BRANCH . 00458¢
DATA REVIEW

Study Type: Eye irritation in rabbits

Accession Number: 250071 (c4)

MRID Number:

Sponsor: DuPont

r

Contracting Lab: Haskell Lab report no. HLO 177-83

Date: April 11, 1983

Test Material: 3${4—{B-Chlcroquinoxalin-2~yloxy}-phenoxy]—,
ethyl ester. E.C. formulation {10.5%) DPX-Y6202-7.

Protocol:

EPA’s propoéed guidelines of 8~22-78 were followed.
Results:

The test material "produced slight to severe corneal
opacity which was irreversible in three unwashed and one washed
eye. Iritis occurred in all unwashed eyes ard none of the :
washed eyes. Mild to severe conjunctival irritation occurred
in 211 arimals and mild to moderate irritation persisted

udy in scme animals.™
Conclusion:

i o

Severe corneal cpacity. Category I

Core classificatiéﬁ%

B

Guideline

DCR~10663EW.T.Edwﬁrﬁs:Tox~32:55?~1511:CM#Z:Rm324:efs;8/2/83

35?
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TOXICOLOGY BRANCH DATA REVIEW

004589

Study Type: Primary dermal irritation in rabbits

Accission Number: 250071 {C 5)

MRID Number:

gponsor; Du Pont
Contracting Lab: Haskell Lab., report no. HLD 130-83

Date: 4-14-83

Test Material: 2-[4~(6-chloroquinoxalin-2-yloxy)-~phenoxy’-,
ethyl ester, EC formulation (10.5%) DPX-¥6202-7,

Protoceol:

Six male rabbits were used, After c¢lipping dorsal areas,
0.5 ml portions were applied to abraded and to intact skin of
each animal, Material was covered.with gauze and rubber dam-
ming, Material was wiped off after 24 hours. Dermal responses
were observed after hours 24, 48, and 72 and after days 4, 7,
and 14 from application. No necropsy was performed,

Results:

At 72 bours, in addition toc erythema and edema, which
reportedly resulted in a Draize score of 2.59%, thickening of
skins ware seen in all animals. WNecrosis and/or sloughing
later also develcped in the other animals.

The following table shows the occurrence coi effects
other .than erythema and edema.

' Animal Exposure : Other Dermal Effects .

Number Site 24 Hours:'48 Hours 72 Hours Dav 4 Day 7 Day 14

E32588 A/1 S NT N ML 8

: 2/2 - N NT N 8L -

i/1 .- T NT N =L -

1/2 - T T N N 5

E32589 A/1 - T T T & -

A2 - - T- - T T N -

.- 1/1 - . T T T S -
_ 1/2 - T T T S -



: L 004589

Animal Exposure Other Dermal Effects
Numbey: Site 24 Hours 48 Hours 72 Hours Day 4 Day 7 Day 14
E32590 A1 - T T N N S
' A/2 - T T 4] N -
N - T T N N =
1/2 - T T N N -
E32591 A1 - T T T N °§ ',
A/2 - T T T N -
' 1/1 - T T T TS S
172 - T T T N S
E32592 A/1 - T T T N -
A2 - T NT - NT N S
v - T T N N -
1/2 - T NT NT N -
E32593 .Yt - T T : N -NF 5
b/2 - T T T NF -
1/1 - T T T T S .
172 - T T N NF s .
A = Abraded B = Blanching § = Epidermal Scaling )
1 = Intact f = Fissuring - L. = Sloughing e .
T = Thigkening N = Hecrosis = = No Effect o
Conclusions: |
Primary dermal irritation, Category I is appropriate for. this .
product., B ' - -
Core classification: Guideline .
[
. ‘:
' 8



TOXICOLOGY BRANCH
DATA REVIEW

Study Type:  Unscheduled DNA Synthesis in rat hepatocytes
in vitre.

Accession Number: 250071 (C6)

MRID Number:

Sponsor: DuPont
Contracting Lab: Haskell Laboratory Report No. 140-83

Date: 4-15-83

Test Material: 2—4{4-6—chlor0quiﬁoxalin-z—yloxy)—phenoxy]
' ethyl ester, DPX-Y6202-6, technical.

Protccol:

Rat hepatocytes were used to perform two trials in an
unscheduled DNA synthesis study. Ceoncentrations ranged from
1 x 1075mM to 6.0 mM. The higher limit was the limit of
solubility in scolvent, acetone.

Results:

No increazse in net grain count over solvent at any concen-
tration. Positive-contrel, DMBA gave positive results.

Conclusion
Negative
Evaluation:

Acceptable’
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TOXICOLOGY BRANCH
DATA REVIEW

Study Type: Micronucleus Test in CD-1 mice,

Accession Number: 250071(C7)

MRID Number:
Sponscor: Du Pont

Contracting Lab: HNissan chemical Industries, Ltd,

Date: 12-1-81

Test Material: 2-[4-(6-chloroguinoxalin-2- yloxy) phenoxyl-,
ethyl ester (99 l%), DPX- Y6202, NC 302

Protocol:

Each of 8 animals per group were given orally 0, 300, 600, or
1200 mg/kg in"corn eil (2 doses 24 hours apart) or as a

positive contrel, 3 mg/kg Mitomycin~C, i.p. (one dose). Six
hours after last dose, DPX-Y6202 treated animals were killed

and frequency of pelychromatic and normochromatic erythrocytes
with micronuclel determined in samples of bone marrow. Positive
controls were killed 24 hours after dosing.

Results:
DPX-Y 6202 tréééed—animgls=- Negati;é résﬁlﬁs._ - -
Positive controls:'positive
Comﬁents: |

;

{i) No clinical effects mentxoned hence, presumed “insuff1cxent
dosage.",i

(ii) Only one- sampllng txme {6 hrs. ) 1ncluded for DPX-¥Yo202
treated animals, [If compound had effect of delaying
maturation of treated progenator cells in marrow, an
effect woulda'’t be seen until release from delay (say
at 24 hrs. after dosing, the time used in the mitomycin~C
groupli. :

Bvaluation:

Unacceptable.

10




TOX1COLOGY BRANCH
DATA REVIEW 00458¢

Study Tyoe: Chromosome aberrations in CHO cells in vitre-

Accession Number: 250071 (C 8)
MRID Number:
Sponsor: Du Pont

gontractino Lab: Nissan Chem. Ind. Ltd.

Date: Febuary 1983

Test Materjial: 2-[4~{6-ch10roquinoxalin-2—yloxy}-phenoky]
ethyl ester, {(99.,1%), DPX-Y6202, NC 302

Protocol: - : e

Activity of chromosomal aberrations in Chinese hamster cell
live with and without rat livét microsome fraction-{5-9, from
Arclor 1254 stimulated microsemes).-.Concentrations were from
125 to 1000 ug/ml for non~activation assay and 31.3 to 500
ng/ml for activation assay. Treatment times were 24 and 48
nours for non-activation and 24 hours for activation-assay.
DMN was postive control substance. : ‘

Pesults:

g e =
# . S

srreatment of the cells with NC302 at any concentration with
or without 5~9 Mix-did-not result .in chromosomal abérrations.
Cytotcuiclicy wes observed in the cells treated with MC202 at
500 u¢/ml in the presence of S-9% Mix." Results for positive
control were positive.

Coriclusions:

LN

Negative for chronapome aberﬁat;cnﬁ X

Bvaluation: : o

Acceptable a - SRt

11




TOXICOLOGY BRANCH DATA REVIEW 0045g¢

Study Type: Mutagenicity testing in microbial systems

Accession Number: 258071 (9)
MRID Number:

Sronsor: DuPont

Contracting Lab: Nissan Chem Ind., Ltd.

!

Date

Test Material: 2~{4~{6-chloroquincxalin-2-yloxy}-phenoxyl=-, .
ethyl ester (9%.1%). DPX-Y6202, NC 302,

... Brotocol: Udkmown = e I

1. Recombinant assays (spot tests) were made using
~. Bacillus subtillis M45 and H17 strains -to assess DNA damaging - ™~ .
:.... capability.. Concertrations were. from 20 throggh 2000 -ug/disk.’ o cerz -

Mitomycin-C was positive control substance.

2. Reversion assays in E. coli WP~2 and S. typhimurium
TA1535, Tal537, TAlS538, TA98, and TAl00 strains (Ames tests)
with and without 5-9 activation were done, Concentrzations
were from 10 through 12500 ug/plate. Negatlve cont*ol was DMSO.

“-"The following positive controls wete uséd, N
T 7 WP2her- AF-2 (0.04 ug/plate) e e . .

TA1535 =propiolactone (5 ug/plate) \ “ -

TA1537 9-aminoacridine {200 ug/plate)

TA1538 2-nitroflucrene (5 ug/plate) .

sTAS8 AF0Z {0.02 ug/plate) s - g g

,TAY00 AF-2 (0.0} ug/plate) R

"7t Results: S T T D

. 1. Recombznant assay tests were negat;veu. Posxtlve . oees
control was posxtlve

- 2. All reversion assay plate tests (1nclu51ng pre— i
~incubation tests) were negative thh and wlthout 5- 9 actxvat10n.
f'Conc1u51on : 55‘
Neither DNA damaglng capablllty or genetic-activity were
-demonstrabed in any of thz 1n vxtro assays conducteﬁ

fﬁ:Eualuatlon: ; TR e -
Acceptable .




TOXICOLOGY BRANCH DATA REVIEW 004589

Study Type: Teratology
Accession No.: 25007L{¢c 10

MRID No.:

Sponsor: buPont

Contracting Lab: Nissan Experjmental Medical Research Inst., Ltd..

Date: January, 1€, 1983

_ Test Material: Ethyl 2-[4-(6- chloro-2-qu1noxalyloxy}pheqoxyll
propiorate (99.1%), NC 302, DPX- 26202. _ L

Protocol* Pregnant rats were alloca;ed at rardom to ‘the follow1ng
experlmental groups. e e e

Experimental |Substance Dosage | Amount of S :

groups - Administered suspension|’ No. of cases
containing|Laparotomized{Nursing
dosage subgroup subgrocup

i {mg/kg)

Control © 0.5% CMC  j2mg/kgi’ 2 - 21 dams_ . |.14 dams

group T . R :

Positive Vitamin- A |600C00 .2 20 dams . %

control ) : 1U/kg . Co . :

- Small- - - NC-302 30 2 21 dams -~ °}-i3 dams

dosage - mg/kg | {5

group = | ' S

Medium= - |  NC~302 100+ 1. 2 22 dams . | 13 dams

dosage . : . mg/kg| - - : B :

Jroup

Large- - - NC-302 - | 300 2 24 dams ' 14 dams

dosage - e mg/kgt - . . _ b .

group . )




L

0045¢¢

All doses were adjusted to 2 ml/kg with the solvent, 0.5% CMC.
Dosing was by gavage on _days & through 15 of gestation.

Laparotomized subgroup was killed on day 21 The
nursing subgroup was maintained three additional weeks.
Four days after birth four young of each litter were selected
at random to remain alive B weeks,

Results
There were no deaths, abortions or remarkable signs
observed for DPY-¥6202 treated rats.

In rats given 300 mg/kKg, gain in body weight was irhibited,
food consumptlon decreased, and liver weight increased durlrg
the period of pregnancy. Gait:in:body welghts was also
1nh1b1ted in the 100 mg/kg group. .

Also-ln the 300 group there was a statlstzcal 1ncrease
in occurrence of skeletal variation (mcstly fourteenth rib
variety).

The average numher of corpora lutea per litter decreased
in the 100 mg/kg group and the rate of implantation increased

in the 100 ard 300 mg/kg groups.

Bedy welghts and food consumption of the yaung {F1) of the
300 mg/kg nursing, group were decreased but no abnormallty was
found irn- frequency of 14th—r1b variation. . .

_No decrease in reproduc ‘n ;::litw e "enorstrated.

No d1fferences were fourd Ain the young {Fll u51ng
functlor, open - fleld, or 1earn1rg tests.

Conclus1@rs'

No terata.were seen in rate. Maternal NOEL: 30 mg/kg/day,
10 days- {6 15 of gestatlor) Maternal LEL: 100

Core class1flcat10r.

Mlnlmum for teratology. Supplementary as a reproducticn
study. Co s . .

Wﬁﬂ

14



\

-

gl

0045¢¢

~d

TOXI1COLOGY BRANCH DATA REVIEW

Study Txgeﬁ " 90-Day Feeding Study ir Rats

Accession No.: 250072
MRID No.:

Sponsor: DuPont
Contracting'Lab: "Nissan Chem., Ind. Ltd.

Date: January, 25, 1982

Test Materlal?' 2-[4-({6~- chloroqulnoxallr-z yloxy]-
phenoxyljry ethyl ester ' - k s

DPX-¥6202, NC302 -
Protocaif;;iheré were G'Efeatment:groués {including one untreated
control), each consisting of 20 males and 20 females. The rats
were. randomiy allocated by computer program to the 4 e
treatment groups as follows:

Treatment level Rat Nos.
Group . (KC-302 ppm) - . . Male . . . ~. Female
1 £ (Controll : 1-15(16~-20} - 81-95-{96~100)
2 40 21-35{36-40) . .101-110, 116-120,(111-11%)
3 '178 . . . 41-55{S56-60} . 121-125{136-140Y
3 1280 61-T5H{T0-a0 _ lﬁ~~15‘(;56—160)

Rat Nos: -in parertheses were maintained on a 6-week, recpvery

_phaSe following the termlnatlor of treatment.

Treatment diet was aﬂm1nlstered for 13 weeks, then 15 of
the 20 rats per groups were killed and examined: 5% of each
group were allowed a recovery perlod of 6 weeks before bexrg
killed. . . ; :

Resultss:

Liver weight increases tompared to controls) were found in
the 1280 ppm dosage group ard to a lesser extent in the 128
level but-not.at the 40 ppm level. Mlgroscoplcally seen .were .
slight to minimal centrolobular and/or midzonal enlargement.
These chapges appeared to.be reversible. During the recovery
perlod theratio of arlmaIs with liver lesions was reduced tq.
3 of 5 instead of I4 of 15 fourd at end of treatment. )

15



: . 004589

Kidney weights were increased in females at the 1280 and
128 ppm levels but not at 40 ppm.

Testes decreased significantly in 13 of 15 males at the
1280 ppm level and to a lesser extent at the 128 level.
Decreased testicular weight was still found after the recovery
period (P<0.01 for high dosage).

Testicular atrophy and suppression of spermatozoa were
also found after the recovery period in 3 of 5 males in the
highest dosage group. . -

Decreases in pituitary weight for all treated females
were considered "marginal" but were significant. No
morpholeogical changes were reported. Pituitary weight
differences were dose-related at all levels including the 40

'ppm level.

Conc1u51ons:
A:no4obsefved éffectflevel ‘was not démbnstratéd.

Pituitary effects in_females were seen at all treatment
levels, Testicular effects, ircluding atrophy, persisted
beyond” the recovery period and may be accumulatlve.

Core classification:

Suppleméhtal;

L o

7

AY.




~Test Material: 2-{4-(6-chloroquinoxalin-2-yloxy)-phenoxy]-

004589

TOXICOLOGY BRANCH DATA REVIEW

Study Type: Skin sensitization in guinea pigs : .

Accession Numbher: 250554

MRID Number:
Sponsor: DuPont. Haskell Lab No. HLO 182-83

Contracting Lab: Hazleton Labs Project No. 201-591

Date: 5/20/83 .

"ethyl ester. EC formulation (10.5%) DPX-Y6202-7

Protocol:. . , .

48 hours, after 10 guinea pigs had been uséd for a dermal ,_.
irritation 'study, they were sensitized by i.d..injection of °
0.1 ml of DPX-¥6202-7 (the 10.5% formulat1on) in the back of
each, conc¢e a.week for 4 injections. . : ST

Thirteen days after the last injection 0.03 ml of undiluted 1
test material and 0.05 mt of 10% test material in saline were |
applxed to -separate test.  sites on the backs of each sensitized |
guinea pig. Ten unsensitized control animals were challenged

in the same way. Responses to challenge were compared. .

TR

Results:"

One apimal died after-an injection. -

Draize scores resulting from challengé are attached. b
Conclusions: _ ’ _ e

Thé following inadequacies were foundsr - ) e
'I:';No pﬁsitive conﬁrol'infsrmatién was‘presented.'; i
2; éex of animals was not indicated. |
_3,. Inductlon exposure appeatrs to have been 1nadequate becausé.

a;. Induht1on dosage did not cause irritation in all
animals although the test substance is irritating.

. b. 1Induction exposure was by ‘i.d..injection, only
ocnce a week for 4 weeks. .

17
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L itie ve dered mecat L 004589
c. Results were consideéred negative by Haskell Lab., -
although scores resulting from challenge do show
irrication in more animals of the sensitized
"group than of the unsensitized control group.

Core Classification: Supplementa L

18



Primary Irtitation

Animal
Number
HO4z64

H04265

H04266

HO4267

H04269
" HO4270
H04271
30427%

HO4273

201-591

004589

Table 4
Individual Dermal Irritation Scores
and Sensitization Study in Guinea Pigs
INY 6202-7 (14,809) S
Challenge Phase
Test Animals:
Dose Observations
. S5ite Level 24 Hours 48 Hours
Number (%) Ervthema Edema Erythema Edema
1 10 0 0 0 0
2 100 1 0 1 0
1 10. ... O . 0 0
2 100 1 ! 1 e
1 10 - 1 0 0 0
2 160 1 -1 1 0
1 10 o 0 0 0
2 100 1 0 i 0
1 10 1 0 0 ]
2 100 1 1 - 1 Q
1 1g- 7+ 0 0 0 0
2 100 1 1 0 0
1 10 0 0 0 0
2 100° 1 0 0 0
1
2




201-591 O045&¢
Table 4 - Continued :

Individual Dermal Irritation Scores
Primary Irritation and Sensitization Study in Guinea Pigs
: INY 6202-7 (14,809)
Challenge Phase
Control Animals

Dose _ Observations
Animal - . Bite Level 24 Hours 48 Hours _
Number Number {%) Erythema Edefmna Ervthema Edema
HO4294 1 10 0 "0 0 0
2 100 1 1 o g
HO04295 i 10 -0 0. a . 0
2 100 1 ok 0 0
H04296 1 10 0 0 0 ¢
2 100 1 O 0 ¢ b
H04297 1 10 0 N 0 0
2 180 1 0] 1 0
BO4298 1 10 y; 0 0 0
2 100 1 0 0 o
H042909 - 10 ¢ B! 13 4]
2 100 1 0 0 o
 HD04300 1 10 0 T o ¥
2 100 1 0 1 !
HO4301 1 10 0 o 0. o
' 2 100 1 -0 0 1]
H4302 I 10 0 S 0 0
- . 100 1 R 1 0
H4303 1 10° 0 N o 0
' 2 100 R R ¢ ¢ 1]
. 16/10 I-2}10 3/10 . 0/10
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Db . TOXICOLOGY BRANCH DATA REVIEW . 0045Ky

Stﬁdz Type: Six~months feeding study in dogs.

Accession No.: 250553, replacement for 250074

MRID NoO.:

Sponsor; DuPont
Contracting fab: Nissan Chem., Ind. Ltd,

Date: April 28, 1983

Test Material: 2-[4~-{6-Chloroquinoxalin-2-yloxyl-phenoxyll]l-,
ethyl ester (99.1%}.:

DpX~¥6202, RC302.
Protocol:

The following table .indicates the dééign of this six-months
feeding study in 5 months old dags.

Group of No. of Animals Animal No.
administra- -used : .
tion
Male Fewale Male ‘Female
0 ;ppm 6 6 1101-1106 2101-2106,
25 ‘ppi 6 6 1201-1206 2201-2206
100 ppm 6 6 1301-1306 2301-2306
400 ppm . 6 6  1401-1406 | .:2401-2406
Total a




004589

Resultss -
No dogs died during the feeding. 5

Interstiti: pneumonia was present in every animal.
Ovaries and uter: tended to decrease in absolutu weight and
in relative organ to body weights of females in the 100 ppm
group. The same values increased at the 400 ppm level as
shown in the following table.

ks

Absolute | Control 25 ppm 100 ppm = 400 ppm
uterus weights 4,50 + 2.85 6.73 + 2.46 2.67 + 0.27 13.16 * 3,93
Percent of

" bedy weights 0.06 + 0.02 0.06 + 0.02 "~ 0.03 + 0.02° 0.10 + 0.03

The incidence of corpora lutea (shown below) correlates with
vterus weights.

-0 25 ppm ‘100 ppm 400 opm

Corpora lutea 5~1 0i 0 0i
~ 01 4-0 0 2-2
" 0i ©2-4 5-6 5~3
3-3 0 0 3-2
0i 3-3 o 3-6

2~2 0 0 2-4

Total 16 1€ 11 32

The incidence of corpora lutea is shown separately for
each 2.7,

" .:3izates immature ovaries and no corpora lutea.

Testicular atrophy was seen in 2 of 6 males in th~ 100
ppm group and testicular infection in another of the same aroup.

Conclusions: L

NOEL 25ppm -
LEL 100Ppm

Core classification:

Guideline, !

,DéR-losaa:W.Thc;ﬁ'a_as_zdwa'rasz'rcrx_-zv:Rm8__24:cm—2:55?~1511:7/29/33=efs R -
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D\/ : TOXICOLOGY BRANCH DATA REVIEW I

Study Type: - 90-Day Feeding Study in Mice

Accession No,: 250073

MRID No.:

Sponsor: DuPont
Contracting ‘Lab: Nissan Chem. Ind. Ltd.

Data: June 24, 1982

Test Material: 2-[4-(6-~chloroguiroxalin~2~yloxy})-
phenoxyl]-, ethyl ester

DPX-¥6202, NC302 v * I : S
Protocol:

- Dosages of mice were as follows:

Group No., of Animals Dietary Level
' Male Female ppm

1 {Control) 20 20 0

2 {Low-) .20 20 ' 100

3 (Mid-} S 20 20 316

4 (High-) ... 30 30 1000

All mice were killed after 13 weeks except that 10 males
and 10 females of group 4 were fed rormal ratlors for 4 more
weeks) a recovery perlod.

Results:

There was no,s'gr1f1cart d1ffererce in survxval between
groups., . . .

Swollen abdomers were observed durjing the dosing period
but not after the recovery period.

Slgnlficant organ weight to body weight differences
were seen in all treated mice. These included ratios for
livers of males anti’females, adrenals in males in the mid
and high-dose groups. Changes in testes were not dose related.
Incidances<of liver discoloration were seen in all treated
groups and appeared to be dose related, Discoloratior was
revers ible. o .
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. - Compound~related lesions were observed in the liver of.
both sexes, adrenal gland of made Wice, and ovaries of female
mice. Liver changoss were seen at all dose levels, The liver
changes were diffuse hepatocytic hypertrophy,’hyperplasia,
degeneration/necrosis of individual hepatocytes, bile duct
hyperplasia and green-brown pigment. The diffuse hepatocytic
hypertrophy/hyperplasia was reversitls in recovery animals
while bile duct hyperplasia ard green-brown pigment was still
evident. Degeneration/necrosis cf individual hepatocytes
was observed in five of nine recovery male mice. Diffuse
cortvical cell hypertrophy was increased in 1ncxdevce in the
adrenal gldnd of high-dose male mice.

Increased numbers of corpora lutea appeared to be dose
related {18/19 in high dosage level female group). At the
end of the recovery period 6/%9 females still had increased
numbers of corpora lutea but change was less severe.
Ceonclusions: . . . . - . .. R

Liver changes were seen at all dosage levels, Increased
corpora lutea appeared to be dose related and some excess
persisted through the recovery period,

A no-observed-effect level was not determined,

core classification:

Supplemental Jp¢;ég
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